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Abstract (Basic): WO 200119405 A2 

NOVELTY - Magnetic nanoparticles (A) with biochemical activity 
comprises a magnetic core particle (I) and an attached covering layer 
(C) , and includes a group Z, i.e. nucleic acid, protein and/or peptide 
(or their derivatives), .having at least one structure that binds 
specifically with a binding domain in an intracellular biomolecule. 

DETAILED DESCRIPTION - Magnetic nanoparticle (A) with biochemical 
activity comprises a magnetic core particle (I) and an attached 
covering layer (C) . (A) comprise a compound of formula M-S-L-Z. 

Z=nucleic acid, protein and/or peptide (or their derivatives), 
having at least one structure that binds specifically with a binding 
domain in an intracellular biomolecule; 

M=magnetic core; 

S=biocompatible substrate; 

L=l inker. 

INDEPENDENT CLAIMS are also included for the following: 

(a) dispersion of (A) in a carrier liquid; 

(b) biochemically active compound of formula S-L-Z (II) ; 

(c) methods for preparing (A) ; and 

(d) method for preparing (II). 

USE - (A) are used to separate (i) cells, particularly malignant 
cells, but also healthy (e.g. embryonic) cells having a cell-specific 
gene expression pattern or (ii) intracellular biomolecules, 
particularly for molecular diagnosis of altered gene structures, 
especially precise identification of the breakpoint in the Philadelphia 
chromosome present in patients with chronic myeloid leukemia, but also 
solid tumors of breast and colon. 

ADVANTAGE - (A) can penetrate cell membranes and bind very 
specifically to intracellular biomolecular targets, resulting in 
particle agglomeration and allowing separation of target cells in a 
magnetic field (contrast known methods of selection based on surface 
markers). They have high biocompatibility. 
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7 ¥ g CD IS H + T & ft tf b & ^ ) i , X > ^ n - 7° )■ # CO & » & £ f£ ig ft 

tt * » i -r * . i>^D-y«,ii(tJiDtf i# ( t a b % , ±#bfct:-^« 

[ 0 0 2 1 ] 
[ 0 0 2 2 ] 

^±^<a#SW©*(;:j;9?gi^£ft£^. fflll&<&rt»Ttt«fcOiB»«a<£«T* 

..f ©.k^ftSf SItt, as fig © l*J 35 T 1 * a T & £ o llftty B-f Oct OiftB' 

[ 0 0 2 3 ] 



( VI ) t$3£ 2 0 0 3 - o 0 9 0 X 

CI; -3 7 H i' « . t& IF2 Mc / a IS M -fhi ft ^ L T * Hi £ fc tt ft" d Ki 'I 1 c JB f/i £ 

n s o ft i* w a. ib & * fit ffl ~r & * tfi 'h t co n m \t . ^<^#»« pj .firsts, ss 
i x. -e x # tx bp K ft ta ^ a* j£ s n , c n *=> <£> & -t « . ph ft n ig 1 1> c t c j; o 

M ft > f£ ft CO ]Uij # ?-3 ^ ft ft t" o C <t X s £ £ c £ <£> Hvf tc <7) , I > ^ D - ?/ ^ 

T'tfi . m 2 co x g tfissfts. © » © * «i tt tt , m ft =3 7 s -? 0 g is _t co n « 

• tt / £? $ L < ttlffi®ffitttJ'^S:St§3 7*Sl:»*tS. d b (7) & t A/ 
£ (D « & K , -f * > tt ft * K Jft ( M A , * ;U # * v ;Mt £ * i 7 S / ft £ .*» ft 

$ tr ) ' tfi ft to n £ o t ©i^asstt, - * t* « , © # $ n fc x > ^ p - : y » -7- 

[ 0 0 2 4 ]' 

• t - « t - « , £■ # a tt s e <£ *s a , ^ita ^ntt^i; ^ i:, s u 

[ 0 0 2 5 ] 

% etii^ 7tf OiS^, t$ ffi*oj*jE-r*&BA ^ * x ;p ft 

m z m m l x ft & ft % * c <d tz & \z. ti«i:?riStt©*iB}Sttaifttt*u -7 



- ft , ft ffi ft <D ft a6 








£ „ Sg I K X 8 T , W « ffl * K 


±^ — (I 


ft « L 3 




IB 


2 




s x s -e tt , 3 7 & ^ ft , *ttffli*atft + n»i^-r 


& a x > ^ n — rf m 






m 


7 ^ /S^-t tr fe <b , n 7 co & 


m \t > 


7 ;u * U ft 


*ftfi<£Stf£ftJjnx. 


T 






»aft*»»*bfc»^fTton*. 


X > ^ 


d - :/ n ft 


, i§37 <d ft 




ft 




^E:t7$ / §£ co * S ft co ifi S£ 












lira. 









[ 0 0 2 6 ] 

*58ii:*ut8ttt y fif tt, -SSjCm-s-l-z ( 1 ) co ft: £ ft ^ ^ , s<hL& 

Mtt , fiS ft 3 7 fi T ft S L ■; 

S , Mlc@££;ft££ffcii&14S!tft3EL ; 

L « , U >^)-«^SL ; fit 



( 13 ) ¥f'£< 2 0 0 3 ~ 5 0 » 0 3 J 

L . C CD « fi . to JI& l*J tt< \H j< i} r co fc'i & F M > (C t* i'i fi'j «c fcS S t ^ : i ;^ 
T # * '> £t < > fc 1 O co t« aswt*. 

[0027] 

m 14 =3 7 fcV -r- « . fia 0c t£ > 61 * & Si , — ft i£ Met), Fo s 0, ( d C T Me tt , a A* ;U 
h , v>^> % -ft<7)ct5&2fiB4>IB*^V&^) <7) 7 x ^ h , S =J A* )l V , 
R , - y 4r , « ft « , S ftBSfkt^b&5o *«§Ua>3£fc5R pa £ & U T 
, □ 7 f O It X , 2-100 ni'T » § „ 
.[ 0 0 2 8 ] 

#58*<&***i6»liK:*5^T*RS«, * U - t L < tt*U J»S fcli^tl 
b CD B| 3g ft: (iAtff + X h 7 >, * )V # * > ;* ? ;!/ x * X h 5 > . 7 s > 7 > , 

x > y > >?.7 *rt H, * > . t )i ¥ > ft m , -fe ;i/ n - X . # ;u # * v * ^ ;u 

t^p-x) , 3? > /i ^ r $ Ac tt ci n *=> cd m m » ( « * a y ? $ > , ^ y ^ h 

) . ^ A # U v - ( <*J * \i # U x ^ u > y U 3 - >v . * U fcf n ;u e n u H > , # 

[ 0 0 2 9 ] 

**WO*-6*Jfi»!8^*5iriT, U > * - S L tt . # U - & «k * ;u * > -A 

, #U t FDtj/*AsS>i l 7 ^ > , 7 ^ / g£ , F, * > /1 2 R , fl§ 

R , 'J*^>/^l, l?>/^S ; U * ^ > , ij =f « , ^ H , tU^ji Jl/ 

:* ^ K , 45<fctfdns<&7;u*;MtK«#, ^ckrjci*m^7c^2*m^T : i?ffi 

t^gi (DNA, RNA, PNA) *5 «fc C ft & <7) 7 ^ * ft R * f* <D «k ^> 7^ fb & % O 

'S)5i:J:D»«S tl, c: co ft -& «Hi , '>&<<!:t)2o©B-(0SftHS6SfSI 
S S ^ tr . 

[ 0 0 3 0 ] 

.* » co gij cd « H fl^ fii t *5 t» T . m flg.S tt , *«fli:*^THS, U > * - 

« ( i ) \t • ^ w *s ^ » m w ^ n § c ^ ^ * ^ t th z> a 

[ 0 0 3 1 ] 



( 14 ) 2 0 0 3 - 5 0 9 0 3 4 

-■ 8* it s - L - z (in <a ± ft M ifi M: it ft ft let . * 58 W co B fi: r 7 fcV r *<'''k ui f 
S CO iz » (3 ig L T o 
[ 0 0 3 2 ] 

m tt ^- / & r F co *. hi it , . a h 69 i- ff n s . k tt n 7 s -r- a . t n a f* & a <rc 

* a «2 is s ti , » a * t a , he 4 ft * w rs ft ft ft « (id tgest ^ 
*i * o ■ 

[0 0 3 3 ]. : 

* * 

a . * ft @ flc » ft CO tffifinjfef * (f SI ; 

c. * jsS L fc {t ft «M-S* fb d «L-Z-t K JS S ■& S ; 
■ C C T . L-Z*fffilc"r«fc*JC, # U - .43 «t Zf V £1 )l # > , * U fc F a * > 

* ;i> # > ft , s; r ^ > , t 5 j m > ^ K . * > * n , mi, u 2 

St . l^z/t^S, U 7- > , *U * US . * U rf % >j V ■ * J- H , & £ h< C 

n <d r )i * jutrn m & , & ct it 1 * a * fc « 2 tasTSst ssr cdna, r 

NA, PNA) & & XS Z. ft % <D T )\s * )l \tm m <D & O U It & W ( C CD ft ft 4* tt , '> 
ft< tt)2 0 0H-^)SitBft&5SlS$St5) & , ^> ?i < 1 O (?) f i 

S£WL, ^o«Jart*ffg*»^<0«ftH^<>Jc4#SWlcjBftT*^t^^ 

♦ 

[ 0 0 3 4 ] 

^ft^w^ttftft^ (in *«ifi*ffitt, ft ft mv-iw m w \z fp 2 n , * c l 

[ 0 0 3 5 ] 

« « • n us 1*3 * e * # ? t co ffl s re ffl co fc & a) ix m wsHTi^fflts. #j a 



( 15 ) W y M 2 0 0 3 - 5 0 9 0 3 -1 

ffi « let . tit ft / y -t > >' -v - U # K fffl ( Mt ft mRNA) *5 J; u< Bt ft 5> > a 0 M £ tf? 
-t S M ft ffi ft -f- <!: & £ o f^]>LT^ tt tt ft iftl. #i ( C M L ) & „ CML T tt . 3b 
ftW<Effit(9:22)(q34:qll)^ES 1 0 > t> «3> £ 7 -f 5 x ;U 7 -Y 7 % ft fa t fc 0 , d 
tl *< BCR/ABLift -E -T S£ t?3 (C S <5 o '<T U t> % * <D £ 0 U *Jk fi tt jft « * fi £ M ^ T 

tt , fl& <z> (* tn «& + « ffaL&o^i£f Assist*, d <o £ fs ~t « , ^ $ ti x 

;* y il > >* A' - U # & Wt (mRNA) t U 0 , BCR/ABL ^ > /1 i7 H ft j£ 2 n £ . BCR 
/ABL mRNA4o «t L*BCR/ABL^ > /t ^7 Jt tt . liii{:^)^i¥Sfl)c BCR/ABL mRNA 

tt , iitttyfif ofs & F^o^iTPiiT^i)c * ^ m <d m tt / e 7- © z 

S tt * & / m m ffl .S «F ffl £ ^ L T m R N A _k CO ffi M SB JU t tS S ft ffl T £ fc <& T » 0 
, ^ SB tt BCR/ABL m ^Wffl^^tfd ST**. BSftgPfiCD^O^fi^O 

a w ie « , *ntissttffln*^^i;»ft)isn4. c: © ta s ffl tt , ■ 
* «e us o 3H» na h ^.t e * s • zxs^LTiKtt^/tfc^a*, bcr/abl ihrnaji co t§ 
^iiB?Jlc^ofc^ls^t■*^:,■*^BlJlatta(lisn*• 

[ 0 0 3 6 ] 

S§ fin <£> M £ T (~ 7?< f : 
[SI] 



( Hi ) 



W2< 2 0 0 3 - 5 0 9 0 3 



^tt JJ ^^3*tt 6 Mffi (ALL) 



ftttfl-ttl'ttiejfiLjS (AML) 



^ f 



t(9;22) (q34;q11) (BCR/ABL) 
t{1;19) (q23;p13) (E2A/PBX) 
t{8; 14)<q24;q32) 
t{2;8) (p11;q24) 

t{8;22) (q24;q11) (MYC, 1GH, IGK, IGL) 

t(4;11) (q21;q23) (MLL7AF2) 

t{1;14) (p32;q11) de1(1p32) (TAL1 , TCRA) 

t(8;21) (q22;q22) (AIWUETO) 

t(15;17) (q21:q11)(PMURARA) 

invl6(p13;q22) t(16;16) (p13;q22) (MYHH/CBFb) 

t(6;9) (p23;q34) (DEK/CAN) 

(14;18) (q32;q21) (BCL2/IGH) 

t(8;14) <q24;q32) 

t(2;8) (p11;q24) 

t<8;22) (q24;q11) (MYC, IGH, IGK, IGL) 

t(1 1 ;14) (q13;q32) (BCL1/IGH) 
t(3;14) (q27;q32) (BCL6/IGH) 
t(1 1 ;22) (q24;q12) (FLI1/EWS) 



z. ft 6 co ^ s& ( c ft > ^ a< pj ft^ & & & <d w & & m t $> z> ) iz^ut, ± 32 

0>^ffi3&«|S|«l^«6fflSfta. & m & lz -d t> T , l ^©ASWftttSEM^* 0 , 
C ft , WT^^fe(*3Bfi:fc:«j;0§BtttcSft^Sft^. C ft b m ffi T fc . 68 tt :t 

yfif wzia, wt&t/mmftKftm&frL thirna± co *b *$ e ( e k * < > 

lt*0, CNL it: T , ^H*TKI0*«*<&fflW«W#MSSftT*O, Wf 
[ 0 0 3 7 ] 

* » « , i^fii^^tts, s -r * « g§ o a tt j u =f « , js -r s n m 

£ ffl £ *J ffi K L , Jft*f5?l©ftB(Ol!lfi? ( fi ? CO Jsfi & »C fa 9V <D ffl & pj fig 
T.» 5 „ y D - it -f M- h U - (FACS) i5 cfc « tt # « (MACS) £ ffi £ gE ^ 

# ■ ffi tt L T . * 38 m co B He -T J %i =f \t , »SWi:lg6fiJ 4 «Sgftt5. 
^^b^ffflf^c>i:j;r), Iffl BS <7> r*j 85 ( * 5 fflfig ) iz m M Hr & Z. £ tfi 

T # , /± # E * # ? £ # ffi "T * «t iS f* ( 0*J A . «*©IS&K;**f>) £ ** H W 



(17) M t& ^ 0 0 3 - 5 0 9 0 3 4 

i: *s fa £ -u- & z t tfi t # & . m « iz m a u m « iz «t o & is 5 <n ? > /\ -y k a< . 

» m.'<±co %\ » t «\ c ti b co as tt & & ot^tB, m + <r> m # & v / a c >s 

< o to ffi is *3 1> t . ^ <7) » ? s sg « est (- & # £ n t ^ & . yit <o m ^ & 

it & l tubftsm&ififS'tScf s c t « , a- * w u m & t & m # £ o u t 

»aW<clSE ?'J co , fg * <0 Hp S W & £ ft £ §1 * fi d f . *58Wt*i»T*5cttf 

c co * ffi <o •« h ■■< i ) * co.za ^ftsfiftSa^ffl^i Lt©a« * nta 

5»isst s: ttaisntu. k*bis»4-«t*o, :oieiilKi£tkiti 

*8£tCcfc£»III&rt*fef*g* ft -7- CO fig ft ft £ CO ffi W # ft £ LTttffltS C <h # T € 

S . jhSS^'btol^S^^tc. St JK > U > rt , S . (fi iff , ft ^ , u <=> If iz ft NE b 

[ 0 0 3 8 ] 

fiStt^y^^co^^B^coMffl^, 1tft#Mft6ito#i<o#J£<£/8LT. SSM 

0*j ^ -r ^ o 

[ 0 0 3 9 ] 

& & «j « ss & ( -r & t> ^ , s&sM^ae^) ^sffi. &sttc^^s^t 
o n t e ii w & m & « ji ^ t- # -r . tf l ^ , m m <r> ± o \z ® m m s ( ib & h ^ 

< > ) ^jF.*/«cS1* S f f^^g^^s. # fi| d > m ^ & « ft? «r ft 

iz , ^ ik sb e . ^ • * ^ ^ <d m ft ^ / ts =? * ffl t ^ x » ^ 6^ \z m m s n £ . 



( IS ) 2 0 0 3-5 0 H 0 a 4 

tt f a - > <d m m -/r- m m e .ft . ^Jifrfa^AfiTftisn'i. si pe rvj tz - & jj & 

it . i^t^T^^iCouT «j fig t 5 ; fig HI « ( 01 A. , ¥L ffi * l-i «8 (18 
A! ) fc * tz . * 5*> -r- W -X «l:oi»TOI fl¥ *< it fill LTl^, A ftK ^ tti US ^ itt ft 
33 tt . * fc # » t> !S *WC fi * * tt » 3S 6 K 9J 4 C -i T * -6 . HE, t# £ <7) 

ie?/u - > to % m & m m LT,.stt*niis**«i«sn, Br2^®t#nis<i5 

5&»»W*S*pIffi-Jc-r^«tt^y fi ^ ti to n ft < > c : *i > is tt e =P <d £ ft 

g A » ? ^ o ^ ft" ffl t ^ ^ 4 i: li L S tfc 5 c i i: a B ^ n ^ 0 

[ 0 0 4 0 ] 
[ 0 0 4 1 ] 

*«« : 
* 86 #J 1 

0. 5^ ;l/ <7) FeC h * 4II : 0 t 1 (O FeC ] , • 6H 2 0& , lOOml^TKlZ^^fC ft? L , 

il * SMt 7 > ^ ~ <j7 A £ pH# 9 !:/^Jt'fi'ffL^ # £ ftj A 4 - # ffi SB * ^ J% t > 

iffl itpH i - 4 c I , :Htfif ©ilSr^^it^o c to m £ , » ? rt< 

B^ffil5pi6§$T'iOIto * Kl £ *l £ ^ # St ( 5, 000 - 1 0, 000 g ) L, *5 
^ £> ^ fi: t> ± « * x # > h -T 4 o J£S£HC1 (3 -10N) CKO, pH| 4 - 5 T 
e»fi^ 20 - 500 /iS/cml:ltSST, f££&&f££«9il*r;&>, * fc tt 1^ U (I 
#S6il4$?ai$HCI ( 3 - 1 0 N ) CSLTSfft^o 
[ 0 0 4 2 ] 

4 js l tz & ^ & a a as / # a & v ;u o g§ ft # g « . m * e miv $> z> „ 

[ 0 0 4 3 ] 

31 tS #J 2 

0. 5^ ;U CD FeCI j • 4H,0<fcl ; t;i/<7)FeCJ J ■ 6 H t 0 £: , lOOmlO/KlC^^rlC^^L, 
« * K (fc 7 > ^ ~ ^ A £ pH^ 9 II & 4 * T ffi W t & # b JD X Z> . # f& 85 + CD *M U 
e ^ * KB tt ? & K J: O # IB L . t m £ V s * > h "T 4 . * I: : ^ f: . &m l ig m it 
KM (30%) ^JbDAT, tS-T*8MLLT»#ftffi£:£fSS-£S. H SS fi»J 1 



( 19 J W-Jx 2 0 U 3 -- 5 0 V) 0 3 

C 32 « L fc «fc f> !C n : - ifi HC 1 £ ill x. T tit -I' & 51! ?fi D~ £ - 

[ 0 0 4 4 ] 

3£fi£L/z'^c*£^fiB ft ffi V A CO Sg fll ft m tt . 6fflTT*5. 

[ 0 0 4 5 ] 
* fiS M 3 

* J5S 1 £ 2 \z m «fe CD 1 00m 1 CD fl& ft It *5 J: / £ tt A # ft tt V* ^ K , 2 Om 1 CD 
.*i:»*Lfe-6 g«)Cll-T*X h 7 > ( DS 0. 4- 2 ) £ in X. T , g&IUSljtl 

& a* 6 40- sot: , » ^ L < « so — 6or. t 3o# in f * • &\z * cm-x * x h y > 

[ 0 0 4 6 ] 
H SS #J 4 

25ral(?)*4'(7)0.6g COCM-f^X h 7 > (DS 0.4-2) <D i& \Z , 2. 04 g CD FeC 1 
, • 4H 2 0 S » Df L- 1 3 . 1 m 1 CD 1 MO « ft Fe ( ! I 1 ) » jK * , S If I ^ ^> 70t t* t0 o < 
OSTLTJDASc * tC * N a OH ( 2 N) £ SO A T £ J6 £ & %Q £ pH 9 - 1 0 iZ L T , d 
n £ Jfc II , f&HCl (2N) V 4» f P L , 7 OX T 2 B# flfl ffi # L , ^ N a OH S tt HC 1 £ JP X. 
T ig fK CD pHM £ *<J 6 . 5 - 7 . 5 iZ B f# f & « 5«fi&*fe»»L, *l:S6»iLt 

[ 0 0 4 7 ] 

[ 0 0 4 8 ] 
^IW 5 

* fi£ 09 1 t 2 S2 * (D 100ml CD « ft ffi 43 «t ^ / * « BS # ft ffi ;U , 20ml CD 

3o# jo «» -r * . y y h^A^iT'iss^nfciai/ffi^aiSgf a^/j: 

5tfiELftJc)tft , yjP«:, *l:SLTl«rtttlSt^o & *n # S , 1 ~ 8 m T 
[ 0 0 4 9 ] 

a? fig m e 



( 20 ) 2 0 0 3-50 9 U 3 -1 

si a ffl t > 2 a; <o i o o m i co fig m fib is «fc / * /i ffi * ft 1£ % / JC . I O O m I <D 

* l-I fS A? L fc 6 g CO O v 7 )V rf 1 > £ fill X. . zg ft ft * ffi H? L U t>< b 7 or: x 3 0't* fill 
» t Z> . ' 7J^5 >TKSSftt8ft*l;/B * ft -T- ^ b & £ 4 ft L Ac £ ffi ft 
*J )V £ , * t: W I T 2 tH T tl i t ^ , 

[ 0 0 5.0 ] 
£ Sfe #J 7. . ■ : 

* SS m 1 Sfctt 2 Tf^fiKLfclOOm 7 g Ofl-t 1/ H i^i^ y 

> ( BASF** 6 CD Ko ran t i n SH) StttSTJ^ 'JttSiStTfi^L , 50-80^: 
, Jr? S L < tt 6 5<C X 3 0# ft # T * . g^t 5 t fif ^glt 5 pHfl S 7 ;i/ # 
»J tt ft -B ( "» S L < tt 8 - 9 ) l:*»f S i BeSfkl" 8 . ittlflTliftf^ 
8t IR T * , 7;^iJtt«lTB»«Sns. 

[ 0 0 5 1 ] 

* ffi M 8 

10nlO*l:S)ff L it 1 ng© □ A ?S t . )V fi <£> * i£ * ^ # V < £ H ( N- 

X ? - N ' - (3- v * * )V 7 ^ / -f u f )V) -ft )V # y < S K & m tfe ) * tt #$ L & # b 

in X. » ; 5 - lot t30»S^t ^ 0 & \z so i <d u > be a *r * (pH7.o) 

*Lftl0^gO7S y-t«{t*U ? l/tf H ( 5' -Hi N-ACTGGCCGCTGAAGGGCT 

TCTGCGTCTCCA-0H-3' ) * fin A , g ^ ft * 5 - 1 0<C X 2 4 fl# M *tt & "T -5 . g] I ft t * 

S«tB««KS»*"r*fc«>^, :n«*i:»LT8«rL, Kit* 

[ 0 0 5 2 ] 

* ffi #J 9 

USSPJ 8 Kft^xeffifLLlOO// lO'J >&tt*fl£-(pH7.0) £ig#LfclOMg<0 
t 'J ^ ? ^ U t f K C , Z0jagO**tt*;i/#y< 5 H (N-X ^ -N' -<3-:x * ^ 

7 ^ 7 y □ t? iK ^ # y < ^ F i S I ) * tt # L & ** b So K . 5 -10 

r X' 30# tt J# T * o * K Z CO fg % * , 20m I 0) U > & tt ® Sfc \Z m m L 200mgCO 7 

ji y ^ > ii so a , g ^ ft ^ 5 - i or x 24P# PbI ffi f$ -r ^> . m m ft t * s j£ m % ft h 

^ 1^ £ -r ^ fc 56 n . :tii*i:»LTS«rL, » b tl fc g It? 5: Bg ft £ ^ $l -r 



( 2\ ) LM» 0 3 - 5 0 H U a 4 

[ 0 0 5 3] 
% 6E f« I 0 

Sfe Mi M 1 <k 2 te fc l ml<7DBai£*5«to:/S fc « fig # » ffi 7 ^ £ . vK T I : 
10 CO It T ft m L , ft N a Oil & Jj[! A T pll 7 (1 M T o . >k \Z . ^ Afii pj 9 (I fi£ o T ^ fig 
ft L I Oml CO U > ffi m 95 ( PH7. 0) K r& » L £ 60mgCO 7 ^ > ^ Jin X , d ft £ 4 

or T *9 305t Jfi # L tt & *> to m T 5 . I5LT»5ftft8tt«#fti8^»«L, 

[0 0 5 4 ] 

^ n #1 1 1 

m m m s \z r> x « t£ it l i ob n \ <d u > m s * ( ph 7 . 0 > i:»wuftiOju 

t u ^ ? ^7 u ^ ^ H c , 20 u g(D * jg * ;i/ 3R v -f a K (N-x ;u -n' -(3-^ * ^ 
;u 7 ^ / y d tr ;i> ) *^#v-r^Hift*ift) £ ffi # l & ^ £ fio , c ft * 5 - 1 0 
r t* 3 0 » tt *s t <£> o & f~ c: co jg * , m m m e \z m. o t n m l * t i :* 1 0 <o jt t 

ft 9? L ^ 1 Om 1 CO « tt Sit ft t~ fin A , 2 4 R# M j& J# L , * \Z ?)< \Z *t L Tiff 

[ 0 0 5 5 ] 

31 S£ #J 1 2 

L , 20mg<7) * i§ tt ft )V # v ^ K (N-X ^ ;b -N ' - (3-^ ;* =f- )V 7 * J ~? □ tf ^ ) t) 
)V # y -f ^ K mm *S ) £ fiD A , C n * 5 - 1 Ot: T 30^ ffi ft -T S . fc: lOmgCO ^ 
K (H- A la-Ala-Ala-Ala- OH) ^SOA, il^%;^5-10 < C"e24P#r B 1*i^-r^>o 

mmwtMfcfcitiftyQm&miz'rztz&iz, :n^*i:att8tft^ 

[ 0 0 5 6 ] 

* is m 1 3 

* i6S m \ 2\Z 12 CO l Oml <D m ffi \Z , 20mg(D *»tt*;U*^-f ^ H (N-X ^ -N' - 

(3- v ^ ^ )i 7 ^ y y n tf ;u ) Hill) & to x . z n * 5 - 1 or 

T-30#*g#L, 50/i l©U >S88ifi (pH7.0) IC jg ft L 1 0 /i g O 7 5 J - S g| 

(k t u n' ^ u t f H ( ^ l « 7 S: # » ) ^ fin x s . m & % £ s - 1 or T 24B^f ffl 



( 12 ) 



W l M 2 o o :« - S 0 9 0 3 I 



[ m t& m & ffi ss ] 



H> r ~R NATIONAL SEARCH REPORT 



tnts ona» ApDticattOD NO 

PCT/EP 00/09004 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 A61K47/46 



A&tordmcj lo tmemeitonel Pale* Classification |tPC) o> to both nat^xia) ciasa<ica'n»> and IPC 
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